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(54) &6w<D%m isT/^ummmfojuttom. 



(57) [f?lt>] 

HE. 
[ft] 



(3) fiar/^/^T3ffitS^T«fc^TS/^L<«±iR 

R3 : -H. -CO-#M^fnSlf„ 
X : N, CHXIiCR 4 , 

R 4 : «7/^/K -COO-«7^f. ] 



R 2 : ( 1 ) B$S;ftTJ:^-0-ffiM7*/Mr/l^ 
(2) l»snTJ:v^-s-fflRT;Wf/WF. ftftv^li 
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as. 

ri : ^D^>-ca^Six-rv»Tfe J:vMM7/i^/i-& 
nmgmstLT i vc t, i ^ r 'j — l < {±5?#f^ 

foil. 
R2 : 

( 1 ) -oh, Hj*£*rovci ±^7 y-;K aJt£ 
flT V 4> i V> b° U Sy/k&I/Mt § ftT V i> J: ^ N - 

Itf^faE^SW W£ «t V > - O -mkT)V*r)V 

fKii-o-fiar/^-^, (2) -oh. am§ 

^MXBJ&SftT V ">T t> ± ^ N - :t ^ is Y b" y £y>I^ L> 

tt^tii^-s -f«7/i^;i^ L < (i- s -ffiir 

;l^-/K (3) -NH {&gCT)V*)V) ^ 

r 3 : — h„ -co-fism^K -co-ry— 
/k -CO-M^fnfl, -CO-#ffl\f 

X : N N CHXIiCR*. 

R 4 : {£jt7/MVK tf/WWfi'/K -COO-«r 
/i^/k , X(i l L < 12 2 o««7;^;K*li§ 

[ ii^e 2 ] mmw-mmmmix'h & w*« 1 tett^g 

m. 

i smm 3] mm . m^mimmxh & nxm 1 ia«o 

2-y b^y-6-7x- ;ptry 5^>. 

4-7*5 y-5-i/T ./-2-.X h ^ £y-6- ( 2 - ^ ^7 x - 



4-7S /-5-y7/-2-^f /W^7r-;^6-(4 -^f 
;i/7£-;i/)t'j 5 jy'>\ 

4-7S7-6-(2-?on7x-;V)-5-y7y-2-^ ^ 

4-7 S 7-6-( 3 - ? nn7i-W-5-y 77-2-^ 1-^r 
iytf'J Sy'y, 

4-7 S /-5-y7/-6-7 9 y-2—f /1-2-.X -^kX/l^ r 
-;ub°y 5 : Jy. 

4-7 5 7-5-y77-2-^f)W;P 7 r —)V-t>-^ y x 
y-2-W;i^b°y 5 : Jy^ 

2-7S/-3-y77-6-^ f/U;t/ 7 r —)V-A- 7 x — 
b >J &V2-7 5 7-3-y7/-4-77 /H5- 
^ f-;!^^ 7 r -IV b° y $y >■ . 

[?&tM¥*B3:f£0J3] 
[0001] 

/nyxl^iky') .WSSEtt K -f-^r *;HH . mm. 
[0002] 

(J.Urol., 154, 1914-20, 1995) „ Say^^yx 
M^? ;U AiSK'lx K -f-^r ( maxi -Kf - -v L < 

1 o-Cfc 0 . JA < *«crt L T ««tt<7) ft n 7 * - 
H^'.y^^i: L.*Cfi!K:«!B*fi-5TV*4 (Am.J.Physi 
ol., 291, C9-C34, 1996) „ ^CO^Amaxi-K^-v^^ 

Jimax i-Kf-v */H5IWSijT-fe S^'JT'Kh^ y yaV-f 

^ y h # y izMt h m^m^M ^zttfia^tixte 

*) ( J. Pharmacol. Exp. Ther. , 259(1), 439-443, 199 

[00 03] iaxi-Kf-v*;lfl!Pa*|(£O^Tli, JilT^ 
-e^fflt^ y 7"K h^r^V^' 
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4?$H£, 89(2), 138, 1998) „ 




[0004] 4fc, «FM^8-67670^$gt(±. MTlZ 




[0005] Z<rM. EP477819S.VEP617023<7)-^>-X'^ 
a ?y—)VWmfo, W094/22807$.U f W096/06610c7)t° V V 

>mmfo, wo96/2547c7)^^-e5y Witymmfc. ep6 

98597 coy? n^df^xy EP758649«t°7y 

W098/04135^#S»5Rifi?§a»#:, W098/16222 
a~) A V F-/H?£S#:, W098/23273S.VW099/09983<73^y 
U >Bt5»#:, W099/07669&Z/W099/07670SOT>' h 7-/1^ 

[0006]-*, *^BJ!«^Ty^.7 i DiSifi##;tc-ir 

tiX-i>-ft,^CO— gPii, J- Prakt.Chem. (1989), 331 
(2), 207-11, Heterocylces (1987), 26(3), 613-16, 
J. Heterocycl. Chem. (1998), 35(2), 413, ibid. (19 
90), 27(3), 647-60, Arch. Pharmacal Res. (1995), 1 
8(1), 51-5m^zMm^tlX\^tK X^1ftlhZ\tl^cr>i\L 

[0007] 4^, H001/62233^{i, TtBcDfff js<7)t^» 
[0008] 




[00 09 ] U&»U i^cOft^t r ft3>-^'^^ 

[00 10] 

[0011] 

\W&*Wteth1t*><V¥m *^B#^>li, maxi-K^- 

/MfflP^ffl£W^Sit£jiftU 
TvmmfaXte%coWmmfi)t l zWf®ZtiZ>U$:G%]f& 




R 2 : 

( 1 ) -oh, WMZtiX^Xh ivvry-zK BJt$ 

KT-etL-? ftlBftSfrt I vr fc J; V O -W&TiV^iV 
fL<ii-0-f«7^-/K (2) -OH, 

yk&.VHjH § *vt t vc i> ± v * n - ^ x H tr u s^ttf* 4 
SrSPJ: <9MjRZti& 1 o«±«ltf Wfttl^tl 
T V t> X ^ - S - ®MT)V*?)Vm t < H - S - «7 
/Hr"/K $>S^(±, (3) -NH (filr/W) ^ 
L<«i-N (mkT)V*)V) 2 , XlillT/P^/K't 
aiSixTv^tiv^ttrsys. fit, R 2 ^'-N 
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R 3 : — h\ -co-fisr;W> -CO-TU — 
/K -co-JTtB^fnlS, -CO-#f^f 

X : N„ CHX(iCR»„ 

R 4 :ffiR7/k3VK ^/ktf^i^K -coo-fiir 
, XI4 1 r>m L < B 2 o««7;^^na§ 
ft/cwcfc iv^/w^W /k. ] 
[0012] ftflsffttlis ±IB-^ ( I ) X'^tih 
y7/^f n3BI mi¥Xii * coWM^m fcttSS ft. « * 

[0013] ifc. aWOTJIi. ±IB— ffisC ( I ) 
ft.£ j>Ty^.T-aJif^#cX«^«»^Wtf i F^§#i 

*. fit. JSlTfcaWf . 4-7S/-5-y 

77-2-^ h^^-6-y .x.-/V\f 'Ji : Jy , 4-7 5 7-5- 

4-7S/-5-y7/-2-7 h^y-6-(2-^f/1^7i- 
/Wt'JSy'y, 4-7Sy-5-y77-2-7f/U;l-7T 
-;h6-(4-^f;l/7i- ;k)b°'J 5 i>>, 4-7S7-6- 
(2-?no7i — )V) -5-y77-2-7 r — )V 

fiJSyX 4-7 S /-6-( 3 - ? on 7 1 -;W -5-y 7 
J-2-X h^fSyb°l» Sy'y, 4-T S 7-5-1/7*7 -6- 7 5 
;l~2-^ ^-!VXiV7 r — ;ktf V 5 y>, 4-T S 7 
-5-V-T7-2-;* j-)VX)l>y r ~/k6-^7i >-2— f 
eU5iy>-. 2-7Sy-3-y7y-6-7f/U;l/7r-;P 
-4-7j;-;l/fiJy>, RV2-T 5 7-3-y77-4-7 5 
y-2M ;W6-^f;l/X;i/7r — /kb 'J ^>o 

[0014] ^m^Ty^ummmmt. 

t[:y7/SA5 1 oliLt j£K»itif9!ft$t£W 
L . maxi -K^ *^tc*N-i MPftUfl*^* jSfcSPB 

[00 15] 

[SIBJ^Wt^ffi] 

[0016] ( I ) T^Sft-S-fb-^t-O^TS 

6 tRiw-* s kiT^ii d -eft s . &mmv>-w&i 

ft 4. 0 , IX 1 A C ! _ 4 <9 T/^P 

T'ftO. S^;ffiL<iS7f;k xf/it&S. r ffi 
MT/k^-/kj tti. C r6 (7)7yl^-M'i>l ftfls 
Sfycfi. if-/K l-Tn^-;!, 3 -7°c?^<— /K 
l-7"f-/k 4-7f-/k 1 -^>-x-/l^L<{i: 



l - ^ 2 - 7n^-;i/i L < ii l - ^ ?-;k 

-2-7u^-)VmcDZi\t> coffl JiKfflfcT ft 0 , iff 4 

[0017] rry-^j tti. Cs- li comwb'm.3m 

WfftO. ?tWJL<(i7x^;K*l.„ 

m^T^mmi bit, mm. mm&if$mfrt>%:&m& 

OjHRSft-SH-XtiM^S^nM-?* 1 ELtfiT*-* 
-fx^/K 71J/K bnU/K f-TVU;K ^ 

tyj/K -fs/yj/K -fyf7VJ;K -fy^-fv 

L/;K b5Vl»/K f7y'7V'y/k ^"^TV'J 
;K h'JrV'J/K fb5V'J;k b'J>7K 
;K tf'JSiy— /K b°U^V~;l-#^W^ft. R 1 1 
iJ*t4 r ^#K^n^Sj tLTff4L<(±. ^x- 
7'J;k bnU^TftO. R 3 ^isitl> r ^#^ 

4. 

[0 0 18] rgtKrsyggj tit. mm. MM. MM 

%^x'^xi>i^3Km7mm<r)m\fcT$ycDimm 

ZMML. ftfrW^i. Tiy'Uiy— /P. T-lff-— b° 
n'jy-zk b^u^— T-b b~/K b^^i^— 

*ttX7y-/K ^E/k^ U — /P. f-^^k^U — 
7^^W^ft4„ r^^aj^^niBSj fcli, 3J 1 ; 

fh-7hFn77-;k -f f- 5 b F 
nb^— 5j-^rbys°— bnUSy— b^'Ji/— 
f b5t Knfi-;k f 1 7t h'nftt?- 
b^.5^-^. ^;k^U^;k. f-^-t^k^ U 
^W^ft.. ff4L<lt fl7tFn77-;k fb 
7bk'nbr7-/kTft&. «r*J, SSSf**T5^«K 
^naco^-. ^^ioit^M^iiK-ftSft-CV^Tt =t 

[0 0 1 9] ^milz&^X. rWMZtiX^Xi> 
7i-;k rg^§^xv»Tt «fcv> rb'U^j rgj^ 
Sft.T V i> i - 3j-# H b° 'J Sy';t/ j icfc ft S ff® 

^ft-S.a4ftST-ftft,(i'v rftiTL i < . coat 1 

T-am§ ft.T v v<: i v ^ffiRr^^. ^uyyxmm 

%tiXViXh£Vi-0-i&%.T)V$:>V. J\u*r>, -C 
ooh, -coo-IiW;k loXl4 2o«»5ffiR 
T^^r^T"B4«!$ftT V t i V S J , 1 oXI± 2 o 
^Offi^T/l^^/P-C-ajft SftT t. J: V \f})V) N'^E -f /I- , 
-OH. -kn s -S0 2 NH 2 , y77, -CO-jSl 

[00 20 ] BSy&oSStJ: 9 ~ 



£ & s # , *3MBIi i ti t> com&fa<D-fr 
[0021]4fc, #»5Hfc£*fc:Ii. SBa<¥Wfcffr£ 

§ td h 5 -y y t « . mmmmmiz x y xit±m^m 

0kftTT*mi{k'&Vicr)-W 2 . -OH. -C00H^«fSg*t 

setftrs **£3r*-4<ffc&<firea £ . 7n K 5 >y y'£ff? 

flfc-TS^i: LTJ4. Prog. Med.. 5, 2157-2161, 1985.^- 
rg^cDiflflj OifJlWlfi. 1990^) Sf7«^Rtf 
163-196. ^lEtt^OS^W „ 

[0022] § t>iz#wm&mi&. wsmwamtz* 
oafi s mm. u ys^*»H\ 

PIS. Towyi, y^H. voyl. 
77/n, vw>-bl ais. yy^SL ?xyg, a 

.CN 

R 1 CN 4 f 

*vA 0 — - R ^V 

(la) (lb) 

^SH&flte*^ *>. (la) T^iX-Mt^ 

54. -HR* (la) ^flSft&^r-yffat^HJM ( 1 

b) x-mztihiti'T /^yyw^mxwmx-^ & <, 
RJtBMJEMo^ b yfta (la) tvny-iij/k 

( DM F ) . (DMSO) , X— 

7VK fb7tKn75y (THF) „ i?^^y^ j< 
fl/y^oy y?nnx^y, ?nn*M, 1-/1- 
xy ^y^>*. HEfc^jStta^+rfiOESfro 
.Itfc4oT. yyT/xfl/y* (lb) 3&*»£;ft. 

^Moy-'y^y^t'^rsyas, Bflsry^-^AS: 

4LV"> (Kantam K. L. £> Chem. Commun. (9), 1033-10 
34, 1998^) o 43t„ *MJE(iT;l-$-?- (Aluminum oxi 
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^ $ y . x ? y -;pt 5 y^<75*fSHt£Xli U ^> . 
TVMf — y . ^-;i-— f - ymcot&m&T 5 yffi t c^is^r 

[oo23] ( sitffi ) *«wft^*av-e «o«!2g3*w 

-e^X^<50«a*^LT{4#lRi4^U-y (Gree 
ne ) JkXF i J>yV (Wuts) r Protective Groups in 0 
rganic Synthesis ( 3 fig ) J £I»<*>filSaS£#ff £ 
<T t S . i tt 6 * Rl6*fK= J6 1 T L T ffl 

v>#i(44v^ icOcta^T'H:, mmum^mxt 

[0 0 24] (Sf-Kifc) 
[fk6] 




(I a) 



de Merck 605rif ) t RjE^jEMcO^ h >* (la) t 
vnyx>ij;^ffln, DMF, DMS 

o. x— rfV, thf. i/7t^y^ ^fi/y^nu 
H. y?nox^y, ?nn*;lA, l;liy, <y-tf 

< {ite^TiT^ft^. . %.m&m±miaftmmTxt7 

V\ Sia^lf* LV»(J-R Pougy^ Tetrahedron tett. , 
Vol. 23, No47, 4929-4932, 1982IP) „ %htltC'Ji^T 

j^yyfa (lb) k—m& ( l c ) x-mztiz t"x 

y f-^f-^-y f~l^y#:at/'^@S^ U * U <7Atert 

-y" h is H , *Kl"b* 'J ^A^r fcDiSS S: KlEW J£* 
fcSV^43*W»ffl<r\ aUfflKfcfcv^fefe. DMF. DM 
SO. X— THF. 'J^^-y. T-bly, 
ZlXf/l^ly (MEK) . J—A> (Me OH) . 

x^y-;w (EtoH) . m\L*+vy, y?uux.? 

*%fflK&m da) nm^tti. mutt itscr/i 

jDiS^'*f4 LVMPeseke Klaus^Z. Chem. 404-405, 198 
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[00 2 5] (flCtKS) 



[ft?] 

(I a) (2a) 



RgRgNH 

(2b) 



R 7 -Y-Z 

(2c) 



(I b) 



rV A n A NHi 



R 6 M'R 6 IJ ( 1 ) —^■hH&m.TlVZrlV^L. i> d — 
^r**(S«T/^/l^ L < t±— H 5r , XJi ( 2 ) BH^r* 

; Y{±0X«SJl^$r ; ZliNa, KXtiL i Jg 

*ffeBM^!fl?KO? (lb) T^S^-Mt^ 

ti. H-M&t^^ST"»^L^*%HJ^^ ( I 

a ) SrBMfcU -JUfcS (2b) T"7K$fll>T5>X{i- 

ft ( I a) *^*4fclijiaM*<?)^^^onJMfA# 

/K THF, ^df^y, ^fi/y^oUK. y?OP 
x? ^fc=T®tt4JffiK>frrRJ6S*4i t fci 
0. X/I^yftcXteX/W^^Ff* (2 a) X 
/WsyXJi^Jh^f^Hft ( 2 a) fc*tU SMifcli 
t^HlfeS (2b) >4 fcUMRst 



(2c ) T"*£*ll>T/)y3^F5gL< {2^*7/1^* 
M§M^(±DMF. DMSO, X~f;K T 
HF, -Jit^y. T-feby, MEK. Me OH, Et 

swHitett (ib) tmhtih, 

[0 0 2 6] dBHSft) 



^CN , R*^NH 2 R 1 

X c " \ CH (3c) . jQf N 



R*^ NHj 

(3 c) 



(3.) 



(3b) 



(I c) 



fi. — IKsS (3a) tr^«»*t*r;^rb HbS 
(3b) T*§ft£>^7/x^ytt£MT©rc# 



/K #vMi»W ; E/t'£fflv\ ASBttfiWd, dm 
F, DM SO. X— -r/K THF. =J^^y^ T-feh 
>\ MEK. MeOH, EtOH, ^fWy^nUH, 

y?nox?y. ^nn^Af, RfEtc^SttarifflBE 
(t»TRi6£fT'3£i:(cJ:->T, y'y7/xf l/yf ( 3 

co*»S*S.tK'-f eoSEBSB t *BHE i: Ltffl v ^ S <o A* iff 4 

SiS^MJlliaT"CtfV^ Mi&tfilff&L^^ (W S Emerson, 
T M Patrick Jr, J. Org. Chem. , 14, 790, 1949, J B B 
astus, Tetrahedron Lett., 955, 1963^) „ 'Ji/TJ 

x.j-Uyfa (3b) fc*tU ^i43ti±ifi*JMo-JR^ 
(3c) T-^Stl^TS^'y*^. HggggtiW*. DM 
F. DM SO, X— ^/K THF. j>ct#1r>\ 7b b 
y, MEK, MeOH. EtOH, /fl/y?n'JF, 

b * F . h U xf-^7 5 ym<r)iMM<r>^TKm^l 
o c\tt,z£ 0 . #aMJHfc&* ( I c ) j&*f*&*v& . RJ£ 

[00 27] (H0S£) 

Uk9i 



CN 

(3b) 



MBS (4aT' 



mm 



(4 b) 



R 5 R e NH 

(2b) 



(4c) 



R r Y-Z 

(2c) 



(I c) 



»H»ftt^f^T«fiLfcft^ (3b)K 
®t^# S . -M^c (4b) t^Siii-ft^ftSBMt 
-HBtet (2b) T^S^iiTS^Xti-UK (2 
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yy7/^fl/yf (3b) t^t^T* ( 4 
0 . tf l> 5 ^>#c (4b) ^*#feixS . icotry S $y> 



J: 9#3KIHfc£& ( I c ) imt>ti&. 
[00 28] (WSSMm) 



(3a) 



r 

CN 



CN 



CO z R a pi 

T_ _* R»OH Jl J 



s R»OH 
C °2 R (5 c) 
(5b) 



(5 d) 



CN 
OH 

\ 



R 

HO' 



0^*AnH 2 R 8 O^N^NH 2 r'o^nA 

f 

\ 



(5 f ) 



CN 
LG 



(I d) 



R 1 RWNH R 1 

R's^LXN (2b) R^-^^-k^CN 



(5g) 



R'-Y-Z 

(2 c) 



*«BH-fK^H9«-3 *>. HRsC (lb) T^fihit^m 
ft Kflt(3a) kftBtSNftt ( 5 a ) fc*f U SIHS? 

mt ra«^)Rj6*if a i 1 1 i o . hkss (5b)ts 
(5b) tYny-hy/t/jr/i/n-/i/^ *tjcfrr&T 

/l^S'KfcfifflS-ltiifcfciO % — ^ (5d)T 
jSSft* b° >J . t° ij s/y* ( 5 d ) 

*fftffl-ft^« (id) mw. a««rsy-(k*fr 

LTJi. IHRTV*— ^ ASffl^SJSrffi (A Nuvole^ 
J Heterocycl Chem 15, p. 1513, 1978=£) „ 9^--f — 
•y^/l-t (D M Houston^ JMed 

Chem, 28 (4), p. 467, 198530 „ T-fe 1-T5 
^U^A^fflV^^Tffi (KORODI F, SYNTHETIC COMMUN 2 
1(18-19). 1841-1846, 199130 a^W^fxS „ 4?t. T 

^-irtjmtmm^ijmx\ it-^m < i b > 

<T £ T\ R 4 COO -^r/t-^r^^^-r^-ii. 



(i b) 



[00 29] ( ) 
C-ftl l ] 

r' r 1 

j* cn rw-ccxjh 



(I e) 




(I f) 



£TFra«. ) 

a*^fiWft#fll (If)ll, *W»fb^* ( I e ) CTL 
TT^;HL£fi 1 3^i:(cJ:DlBS-c£.S„ -ft-^fll (6 
a) iOKI5ttlS*#k t-Tti. /f;vxxfik 

H ; N-h KDJfyOV'f'JTyWk p--lD7 
i/-/l/W-hFpJfyX?yW S F^tC^SttX 
-XT-yk ; *t^K*S*fe ; T>V^r)V§m. P - bilxy 
x;i-^ K t vm&WtelQhifiWf htih* 
[ 0 0 3 0 ] £ fc, (6a) £jB«i8T5aE3-fr 

SK, tl)V-#—)Vis4 S^V— y'7x-WA*ij 
;kT^'h\ ~yX^-;P*X*y;kiyT— F-^l -x^- 
3 - ( 3 - ^Xf7l-T 5 y7°nb°;k) %}V# : J4 5 h'iS 



glS (WSC 



hc i ) ^^<^m^m^m.m-ttmm 
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[0031] 5i^mm-t&Kfcm?imfa^m£miz£ 

>\ y nn^/t-AfWNn^ yikmi\ykW§, ; 

wkx^ ^^vym^^mmtymm; ^-"r 

/K THF, fb^tb'nt^y, i^^y^x- 
■r;^ ; gt^x^ ( E t O A c ) ^(OlXflU ; T 
t^b'J/K DMF^DM S O ^CDRJtECTvSttSr W 

[ 0 0 3 2 ] (6a)Xli 
'J>, Hjy-f7PT5 >\ b'Jxf;l/7Sy, N, N- 

yVW-'jy, ty^'y. 4- (n, n-ssx+a, 

T 5 y ) t°y t°n >J y „ )V^Jy \ ftMVcf- V V 
>7A (NaH) % ZCDU&Wlf&.TlZRtfiZ ^ 

££>T-§£« THF, T-feh — MJ/K DMFi 

CO^tf. NaH, tfU^V. N, N-i^f-rt/T— >J 
y^iSSSrffl^T, Xlity^y&jfJKi: LTffl^T 

[0 0 3 3] (*tJB£) 



[fcl 2] 




<l f) 

(7a) ^S#i45/r^/Wt*W*iftLJt*^, flU* 

JnT;P3-^4MBfc:J:-5T (if) ^SitiM^ 

hU^A (NaOH) s yRBHfc#y>7A. fb'J^A^ 
h^-^K (NaOMe) «i£S«#£T\ Et 
OH, Me OH. DMF, DM SO. X— 7VK TH 
F. is^y-y^ MEK^t", 4Jtl4. 7.R4 

[0034] ZCDZotZ LXm&ZtlttmMk&lfc 

mata, »ai, sti. tsjMH. ra. 
[oo35] ^mcom^mm^mcomimmmcom 



«l^)5-feS*«ffi (W*tf, (SB 

i6»> iz£ v±foft¥mzmt%mmkt,zm<zkirx* 

4fc. y7Xfl/*V-«S^iliM, Mil* 
[0036] 

£ fc"C\ M^.{f¥^»3ffi^ffl4Jtii^H*»»J 
JfiL HUMS-X^A. ±Jh««IE. *ffii']fil«fS«. ^ 

3c. sterns, jibb^, nmm. mmm&mwm 

d^m<^nm, mzmm*%im<vim. mumm- 
m&m. ^m^WRvyximwAz^mxhi. 
[0037] *#mt&Mtmii Ltzy v vmmm*& 

mmt Lxm^ti&tvyh^yyxiu^vj-h* 
y>xmm$tiz> ztfrt>. i&ffltemv^m&MBii 
-Kf-v *;hm§ p rtffl tcs-? < i t Aims s n . 4 ^ . * 

fcttSDjRIttt^'y h (9~-135») tttfflUfc. x- 

Mi4lS'^tC37 0 CtC«Wt3tKlebs-HenseleitM (NaCl 11 
8.4, KC1 4.7, KH 2 P0 4 1.2, MgS0 4 1.2, CaCl 2 2.5, Na 
HC0 3 25.0, glucose ll.lfmM], 95%0 2 , 5ZC0 2 & B t ^Xt 
TfflM) ^T-»f*. Klebs-Henseleit^^riifcL^^ 

Kl ebs-Hensel ei tffilr)S^ L ttA<1JV> <X ft izmmz 
ifLfctll. 5~2^Sc«LT^^SS^. 

KcijBSKsaanrt-ftifcfcij: oJiiaitsBs*^:. 

*cO^Et*«Jl-2^ra^LTS*^^cS?1*-fcf^tll 

Lxmm^m. n-r-CTft- h Sr31MIBii 
Lfc . 4 nn\ZT^v7Y^y?M%^mmkWk-ft 
LX&Mffitt&btc&Wmm&ZmSarr-? t LX^- 
y^ay ta— ^— tcJR»Lfc«, flfffy y Mci 0 



!(9) 003-206230 (P200 3-111 



100 nMfc & s i 3 L . Stifcai^ffl** jEBf s fi a 

[0039] 
[*1] 





7 y b*WBtt**itS«Sia#ffffl 

ICso/uM 


5 


0.20 


18 


0.48 


21 


0.99 I 


NS-8 


1.1 



[0040] JJLhOJ: a fc, >y hfiSft 

[ 0 0 4 1 ] <b h»Kte**B*M»«86/Ptf5^A« 
tt}fcM-f"S#ffl>*SliJ{4Daniel (Journal of Pharm 
acological Methods, 25, 185-193, 1991) i OIBtft 

hffJKE&fef&NBfi ( HTB-9 ) fcttfflLfc. *M«Mon 
en&KJ: 9. maxi-K^-v^/^as^fi-T^ii:^ 
IgS^XTV^ (J. Membrane Biol., 161, 247-256, 199 
8) . *BBft*10%^^^l6^»**S^*HPMI-1640 
*g«lWAofe%-^ x/WSfWDLkT. =t 

T'&SSo^bV^i* ( 86 Rb) £1 • Ci/mlT'#*-f-£RPM 

i-i640tsmioo • 1/ i*iifc&£±3£S&!raUt. 18 

~24^IBft, iMB*>f ^ay»a ( HEPES-fS 

fBlttM^M : HBS, HEPES 20, NaCl 137, KC1 4.7, CaC 
1 2 1.8, MgCl 2 0.6, ^;l-3-X7.7 [mM] "Ck 

< as* Lit. mzmwmmnttTittzmmttT-z-Q. 

3 ■ Mc^/I^W i/V (A23187) . DMS0§r#tM >^ 
a'C— ^g>1§?8&200 -1 / well i: 5: S± 3 tC^JUt 

■casta, m¥L?ci><7)tm-&L, mmm^±m^zm. 

&Lfz* s Rb$:^lz\5SWLfz (III) . mzMMftlz 
«#-t£ 86 Rb£[IIiKLf^ ^t)*>NaOH7]c?§?« (0.1 
M) £0.175 • 1 / wellTmtaLl5#iaS^->f— T'JK 

HCl7fQ§« (0.1 M) £0.17 



5 ■ 1 / welimODf S^tT'itl^SlU b^-y b 

•c^thjjrl^ (%ft2) . mmco\M\mzte\^-ftih%- 

ftSSKc* * ft •§> 8 6 Rb^OM 5r ?R* is > f- l" - is a y * ^ 

[^l+^awsttcpra] / ( c»?si«f<oja«sttcp 

in] + [^fS2tf«ScftfvS1tcpm] ) X100 (%) fc LTff 
JtL-fc. "9*tOnL!t±iEW 86 Rb<!OS![aj4* J 60 

[0042] tvmxk* *mn£&foit. b h bin: ax 

i§**0)!a^^^ 8S Rb^ai£?i^l^±iJD$-li:^ . J2Lt<9iS 
H#><A *»f|ft^lilj;t hMM*EIS«niaxi-K^-r^ 

[0043] ^l^yjgffi^y h«#KiWJ!§JlMit 

»t-^ffffl>SD^tttt^-y h (*^300 g) SrtefflLfc. 

iyis?ymm d.2 g / kg. jiikiw?-) . sswurt 
y a-'J 3 y^yy'izm^Ltz. ttz. ^ummmizm 

*tJ38 iCtrJlIIiBLfc^B«!B**4.2 ml 

«t= U n - ^ - tfaH Lfc . «»WMMJR*^S Lfe 
fJL 0. 5%^ f-/Hc;H3— ^*»?RtdBa L/fcBEH'fK^ 

[0044] 

im2i 



mmm 


max % inhibition / % 


smm&nm&?m /mm. 

noma /kg id.) 


21 


54 


31 



[0045] J2LL£>SISJR*»6, 



(fl. 0)503-206230 (P2003 ~WM 



[0046] ^qiHt^xfi-e^jg?) i mxn 2 aiy. 
t>tih mfr^m&m . % <n\mmm z m ^x mm § ti 

^ ^/p^, -(f^^y. ISA, 75t' 

[0047] &$-temL am. unr-kivm. mm. 

mm. m<L m^mzx^maik^-co^ticomm 
trfcoTfciv^. m-*iimk. ttso 

StftA 1 ASfc 0 , 1 B Co § 1—1000 mg , U t L < 12 
50—200 mgcofEH-C'l H 1 Elj&»S>»B£iHtl8PK-5-3 
ft&^XJiffcAl ASfcO, 1 BCo# 1—500 mgoffi 

ht\ i s i mfr&xm&ftimti&isitttL&fr* x 

t±. lHl~24Bffl^ttirt»JRrtJ*iH!l;^#L4. & 

So 

[0048] l&mvz i 6KPia-^)fcft«?5H*taHlBHS 
^=3r< i: k-o^*£14&#K£iL MxiffL 

yi'y, yyy--fBL r;i^s>-sv^^^Ai;S-^s 
mm. mnsx^r u ym?r*i'VJ*<D =fc a 

m**t3fiy7l- a — A«W /ly^AWj: 3 SriiiiSaj „ 5 
y r--X<7)J; ■5*5KSft»I, 5 yiX(±7XA'7 

¥yl« J: 3 ^SIi«J£ ^* LTV>T t £0FJ 

n bVl-fe/l n— x , b Fn^f i^y°r3^)V^i-)V^.)Vx3~ 

X y^]y- hm<r>m&x\mm i m u < «b§m«o 

[0049] «PiJ-^)fcft<?5?K*sHJ«Sl(i, SSWWfc 
ffl. ARlffBlSbk.. EtOHSr-i-tf. £0>ffljaBH8Wtf*iS 
[00 50] fNSPS^JtA^aitMJ: LTti. itS 

*at/*a«B****4<i* . ^&m^3*me&l sis 



^'J3-)K ^ifttf5«J:a*affl(ift, EtOHf 

07^3-/H, tff'J V/l^— h 8 0^3&*A £ „ .1 CO J; 
3*aHJ^i3 6fcl»WaL MRU JMBH, #fBW, 

ssefldw («itr, 9?h-x) , («* 

A"*— * ItRI. SMffleffi^XlifHStfc: J: o T Hffl 
[HMfJ] 

[00 5 1 ] JJct, H»J^^L, ^SWtSfetBBB 
[00 52 ] 1 

2-7;^n7tb7x7y4. 14gtvn7-MJ 

. 9 8 gtC, T/l^S"^" (Aluminum oxide Merck 6 
0) 1 5g^jD^.. S»-C3iSIBIJIfPtfe. I^ftC7n 

& U A flVfl 7A?07f/77^ L , 3 . 

1 7 g<7>2 - [ 1 - ( 2-7/WD7i^H If'Jf 

FAB-MS m/z : 187 (M* +1) . 

iH-NMR(DMSO-d 6 ) : d 2.62 (3H, s) , 7.30-7.47 (2H, 
m), 7.60-7.70 (2H, m). 
[00 53 ] ##(?IJ2 

MMMl^t^2. 10g&2 0ml«y7nn^? 
WdgfifU 0 0 Ct-m-^nnifi^ASig2. 40gJ 
JD^T lal^frT 2 ^ra^fr L7c . RlGa^Hlfcif-srBtH 

L , *|7f<MK^ M)>7 AT« , «ffi?B« L , 2 . 0 
2g<7)2-7S7-4 - (2-7/l*n7x-)H -6 

z\ ixi^tmm^t-r^nm izm \*tz. 

[00 54] ##^y 3 

j - >v- 4 - y x —)V— n f- y - h u ;uSr#Jt . 

FAB-MS m/z : 258(M + +1). 

1 H-NMR(DMS0-d 5 ) : <? 2.82 (3H, s) , 7.04 (1H, s) , 7. 
44 (2H, s), 7.55-7.60(3H, in), 7.62-7.68 (2H, m) . 
[00 5 5 ] ##(?IJ4 

#*Wlk3«CLTs 2- [l- (f^7iy-2- 
>f;P) xfijfy] 7n7-M);^!t. 
FAB-MS m/z : 175(M + +1). 

iH-NMRCDMSO-dg) : 5 2.69 (3H, s) , 7.38 (1H, dd) , 
8.09 (1H, dd), 8.22 (1H, dd) . 
[00 56 ] ##^J 5 



(€L 1) )03-206230 (P2003 -2« 



##M2fcfil«fc:LT. 2-7Sy-6-^^yx;l/7 
FAB-MS m/z : 264 (M + +l). 

1 H-NMR (DMS0-d 6 ) : & 2.81 (3H, s) , 7.18 (1H, s) , 7. 
32 (1H, dd), 7.46 (2H,s), 7.92 (1H, dd) , 7.95 (1H, 
dd). 

[0057] ##M6 

##«ltRI«fc:LT. 2- [1- (2-7Wo7x 
-/!✓) 7nb°'Jf>] 7ny-h>J;^f#^, 
FAB-MS m/z : 201(M + +1). 

1 H-NMR (DMS0-d 6 ) : a 0.99 (3H, t) , 2.95 (2H, q) , 7. 
38-7.48 (2H, m) , 7.59(1H, dt), 7.62-7.68 (1H, m) . 
[0 0 58] ##M7 

2-7/Wn^yX7^ft K 3 0 g^MeOH-;jc 

(7:3) M-smmi oomi tcawju >-tvb«x 

f;M24g), /'Jyy (l. 0g) On^T^T* 

U 47. 6g^2-y7y-3- (2-7W07x 
GC-MS m/z : 205 (M + ). 

1 H-NMR (DMS0-d 6 ) : & 3.89(3H,s), 7.40-7.48(2H, m) , 
7.65-7.75(lH,m), 8-16-8-21 (lH,m), 8.62(lH,s). 
[0 0 5 9] ##M8 

7 <^Ht£* 1 0 gjMe OH 50ml KjjfS? 

u Sia*e^ry»Hxf-;i^4 . 8g. NaOMe 

5. 3 g£Jn;t 5 0°CtMflLl 2B#f§IJlf#Lfc d KJS 

o ict^aift i Mtmymm^m l . m±wm l 

fc. 3SSft*EtOActrftfflL. W»JB*tt«tfWa* 

by^^-^TWSU 4. 0gO5-y7/-4- 
( 2-7M07x^) -6-t FO^y-2-^ b 

FAB-MS m/z : 303(M + +1). 

1 H-NMR (DMS0-d 6 ) : S 3.45(3H,s), 3.97(3H,s), 7.29- 
7.58(4H,m), 13. 50(1H, brs) . 
[0060] ##M9 

##M8^^3. Ogil, 2-y7nox^y5 
0 m 1 ttzmm L . ^BTJfrffc p - b 'I x y x;^ -)V 
^oiJPl. 9g. MJxf^TSyi. 4m u ^ 
f /k7 S / e 'J y> 5 0 m g S* jDi 2 ^Hlff , & 
EiBfflEtTU;l/T5y2- OgfcH^TBn*. $ 
6£2B«SWFLfc. RM^»?on*;^fTO 

^M7A^07b/77^TflU 2. 0g£06 

- r y /L-7 5 y - 5 - > r y - 4 - (2-7/Wn7x 

-2-^b^y^3fyl^f;^#jt 0 
FAB-MS m/z : 342(M + +1). 



1 H-NMR (DMS0-d 6 ) : 3 3.32(3H,s), 3.92(3H,s), 4.05(2 
H.td), 5.13(lH,dd), 5.21(lH,dd), 5.90-5.99(lH,m) , 
7.26-7.37(2H,m), 7. 50-7. 57(1H, m) , 7.71(1H, brs) , 7. 
98(lH,t). 

[0061] 1 0 
Uttffll 8C9ft£*5. Og^y^nn^^yiOOm 

lCJfflBU OU'm -?noI^|#i (4. 7g) 
£jD£TH*f*T. 2i©BHWFUfco BUGm'&folztt 

Ufco §^tl4«*7A?P7b/77^t 
TUHBIU 4. 3sc?)4-r^y-6- {2-7)V*u 

7x-/W -2-^^y^7 a -;^try 5y>-5- 

FAB-MS m/z : 293(M + +1). 

1 H-NMR (DMS0-d 6 ) : 5" 3.34(3H,s), 7. 41-7. 48(2H, m) , 
7.66-7.71(2H,m), 8. 49(1H, brs) , 9.05 (1H, brs) . 
[0 0 6 2 ] HfflH 1 
ttMlOMftll. OOgtN-b^ (^f/W) 
^fl/y- P -W^xyx;l/^y7SM. 4 8gfc^ 
4 9g*DMF10ml{:SffL, SS 

§ . r»E* 1 MSl;JciMtitt tU EtOActi 
SJU iEiilt^. S»EtOHj:DSfe B B 0 L, 
57 5mg(7)2-75/-4- (2-7/Wn7x^ 
)V ) - 6 ->f f ;l/X;P7 r x;pxaf yx h 

FAB-MS m/z : 260(M + +1). 

1 H-NMR (DMSO-d 5 ) : d 2.51 (3H, s) , 6.56 (1H, s) , 7. 
09 (2H, s), 7. 32-7. 41 (2H, m) , 7.48 (1H, dt) , 7.52- 
7.59(1H, m). 
fflUS (°C) : 186-187. 

[00 63] mmm2 

WfcHltraaitU, 2-T5y-6-y^;bX;by 
r -4-7x af/xb)J;^#t, 
FAB-MS m/z : 242 (M + +l). 

1 H-NMR (DMSO-d 6 ) : a 2.52 (3H, s) , 6.52 (1H, s) , 7. 
03 (2H, s), 7.44-7.60(5H, m) . 
WUS (°C) : 178-179. 
[00 64] §SfittM3 

HJftMl k |SI«tLT. 2-7S/-6-^f;^7 
r-;b-4 - f*7xy-2->f ;l/xaf/x h >j;b£ 

FAB-MS m/z : 248(M + +1). 

1 H-NMR (DMS0-d 6 ) : a 2.52 (3H, s) , 6.68 (1H, s) , 7. 
06 (2H, s), 7.25 (lH.dd), 7.75 (1H, dd) , 7.85 (1H, 
dd). 

IbS (°C) : 162-163. 

[0 0 6 5 ] mmim 



(CL 2) )03-206230 (P2003-6r30 



«ffc«lfcRI«fc:LT. 2-7Sy-4- {2-7 )V* 
n7 x -/k) - 5 6 -A+jl Xjl? T — /I- — 

FAB-MS m/z : 274(M + +1). 

1 H-NMR (DMS0-d 6 ) : & 2.53 (3H, s) , 3.31 (3H, s) , 6. 
83 (2H, s), 7. 34-7. 42 (3H, m) , 7.52-7.59 (1H, m). 
WW£ (*C) : 159-160. 
[0 0 6 6] 

f#M2^il4 0 Omg^Me OH 1 0 m 1 (C}t 
JUL. *^T\ NaOMe 1 7 3mg£JP;i. — IQRI 

DB^bL, 190mg^)2-T5/-4-(2-7/P 

FAB-MS m/z : 244 (M + +l). 

1 H-NMR (DMS0-d 6 ) : a 3.68 (3H, s) , 6.08 (1H, s) , 7. 
05 (2H, s), 7.30-7.40(2H, n) , 7.49 (1H, dt) , 7.50- 
7.57(1H, m). 
It<£ (°C) : 157-158. 

[0 0 6 7] mmme 

FAB-MS m/z : 226(M++1). 

1 H-NMR (DMS0-d 6 ) : & 3.83 (3H, s) , 6.06 (1H, s) , 6. 
98 (2H, s), 7.47-7. 52 (5H, m) . 
Hftj£ (°C) : 153-154. 

[oo6s] mmmi 

-ft7xy-2—f;i/^3f/-biJ;^f#/c 0 
FAB-MS m/z : 232(M + +1). 

1 H-NMR (DMS0-d 6 ) : £ 3.82 (3H, s) , 6.21 (1H, s) , 7. 
03 (2H, s), 7.23 (lH,dd), 7.70 (1H, dd) , 7.79 (1H, 
dd). 

It* (°C) : 141-142. 
[00 69] MSM8 

SBW«5fci«i«fc:Lt:. 2-rsy-4 - (2-7/M- 

P7x^) - 6 - X N ^ > - 5 - A +)V— =? / — h 
FAB-MS m/z : 258 (M + +l). 

1 H-NMR (DMS0-d 6 ) : 3.31 (3H, s) , 3.90 (3H, s) , 6. 
76 (2H, s), 7.31-7.41 (3H, m) , 7.50-7.56 (1H, m). 
Hb£ (°C) : 174-175. 
[0 0 7 0] 

#^j2£Dft^ft4 0 Omg^DMF 5m 1 KiffiffU 
^yy/^;t/^77>4 5 lmgtftl*yW5 0 2 

i Mim&mmx'tmt eraix^-ettai 



0SI5a s aL, 19 5mg^2-757-6-<yyM 
;l/7r^-4- ( 2 -7/^0 7x^1 ^^f/^ 

FAB-MS m/z : 336(M + +1). 

1 H-NMR (DMS0-d 6 ) : 8 4.35 (2H, s) , 6.57 (1H, s) , 7. 
16-7.20 (2H, s), 7.22-7.27 (1H, m) , 7.28-7.40 (4H, 
m), 7.42-7.48 (3H, m) , 7.51-7.58 (1H, m) . 
BUS (°C) : 129-130. 

[0071] mmm 1 o 

Xfl/y/iJa-;H 0mlttMJW427mg* 
JffiPPS*. ##M3^ft5 0 0mgtti, 

LfcHfc&iFffiUfco IMEtOHiDBML, 2 

04mg602-7S7-6- 

£✓) -4-7x-/^3f/-fiJ/l/^|to 

FAB-MS m/z : 256(M + +1). 

1 H-NMR (DMS0-d 5 ) : & 3.70 (2H, q) , 4.27 (2H, t) , 4. 
83 (1H, t), 6.08 (lH.s), 6.95 (2H, s) , 7.43-7.56 
(5H, m). 

MUS (°C) : 124-125. 

[0072] mmm 1 1 

3-t°»J>>>^^y-^9 98mgjDMF10mlC 
fgjSU N a H (60%) 223mg£Jn£. 

3 iO-ffc'&ft 500mgm, S»r 3 ^Palfiiff L 
ate . RJCa-S*tyfc* JUJt . 1 MttK*^-? pHB 

^^nn^AtMeOHCISL, 4 MtSl-E 
tOAcIllml^te, WESHtUfc. a^ft^X. 
-T"^fe*Sftfl:S*. 340mgc?)2-75/-4- 

7x-^- 6 - (try ^>-3->f;^h^v') -a-^ 

FAB-MS m/z : 303(M + +1). 

1 H-NMR (DMS0-d s ) : & 5.39 (2H, s) , 6.15 (1H, s) , 7. 
07 (2H, s), 7.42 (1H, dd) , 7.48-7.56 (5H P m), 7.93 
(1H, dt), 8.54 (1H, dd), 8.73 (1H, d) . 
IbS (°C) : 174-175. 

[0073] mmm 1 2 

fh7t h*nb°^;x-4-#/i^>SS3 0 lmgJM 
^ f 1/ y 1 0 m 1 L , t ^rf 'J ;^ n U H 0 . 2 

3ml fcDMF lffi^rJn^. SaT2WfBH»PLfc. 

^n'JPtftft, S6*Ml^'&ft5 0 0mg*'r 
hob Knh°7> 1 Om HCjgWU *}£T\ 9 3mg 
<7)NaH (6 0%) 2rJU^. $ fcifefciBI Lfcx b 9 

RJC»fc*?FK 9 3mg<7)NaH (6 0%) £Jn;t. 
MiST^ffiJUf Lfc . RJ6»t3* tlM NaOH;KI 



(€L 3 ) )03-206230 ( P 2 0 0 3 -4<3 0 



I5ml ItMt 3 HSISHWP Lfc . RJE»&tt£ E t O A 

U »fefut^fljix-^J:OttAftL. 2 9 8m 
gc7)N- [3-y77-4- ( 2 - 

FAB-MS m/z : 372(M + +1). 

i H-NMR (DMS0-d 6 ) : 8 1.60-1.79 (4H, m) , 2.60 (3H, 
s), 2.66-2.78 (1H, m) ,3.32-3.41 (2H, m) , 3.86-3.94 
(2H, m), 7.36 (1H, s) , 7.37-7.46 (2H, m) , 7.55 (1 
H, dt) 7.58-7.65 (1H, m), 10.80 (1H, s) . 
WbH CO : 100-101. 

[0074] nasw 1 3 
HS6M1 2fcH*Cl/C„ N- [3-y77-4- (2 

;t/]fb5t Fn-4H-t5y-4-*;^tS H 

FAB-MS m/z : 356(M + +1). 

1 H-NMR (DMS0-d 6 ) : S 1.60-1.80 (4H, m) , 2.71-2.79 
(1H, m), 3.32-3.40 (2H,m), 3.87-3.94 (2H, m) , 3.96 
(3H, s), 6.90 (1H. s), 7.35-7.45 (2H, m) , 7.51 (1 

H, dt) 7.55-7.64 (1H, m), 10.73 (1H, s) . 
MA (°C) : 168-169. 

[0075] mmm 1 4 

mmmi 2fcra«fcUT. n- [s-s^Tv-e- (2 

-7/l:to7x^;L ) -2-^f;U;k7r^;l/t 0 'JS 
FAB-MS m/z : 359 (M + +l). 

1 H-NMR (DMS0-d 6 ) : 5" 1.83-19.4 (2H, m) , 1.97-2.06 
(1H, m), 2.16-2.28 (lH,m), 2.61 (3H, s) , 3.80-3.90 
(1H, m), 3.94-4.06 (1H, m), 4.57 (1H, dd),7.38-7. 
50 (2H, m) 7.65-7.75 (2H, m) , 10.95 (1H, s) . 
BUS (°C) : 104-105. 

[0076] mm\ 1 5 

##M9^b^2. Og^MeOH 3 0ml IZ'MM 
U SiftTb 'j7Wn*7yy'xf;H-f/^ yy° 
W?X(0. 8 1ml). 1 0%J^i?iJJ±im&<m 

I. Og^rJp^. 9 0 i cr2^l8HB s FLfc. ffiitJWB 

TfMKU I- Og^)6-7S7-5-y77- 
4- (2-7Wn7x-/W -2-^ b^r^~r?^y 

FAB-MS m/z : 302(M + +1). 

1 H-NMR (DMS0-d 6 ) : a 3.35(3H,s), 3.90(3H,s), 7.25- 
7.36(4H,m), 7.49-7. 55 (2H, m) . 
IjS (°C) : 180-182. 



[0077] mmm 1 6 

XtfeMl 5<?>ffr£*l ■ lgBeOH 3 0mlK» 
ML. SfiTlM NaOH*H2 0ml £JQ;LT 1 

^piairifflMwetfco Rj£s^i^o°cti«, iMi 
S*Lfc. ftwaa^fy-EtoAc^ 

S*t3ft»U 0. 90g^6-7S7-5-y77- 
4- (2-7/W07x-;W 

FAB-MS m/z : 288(M + +1). 

1 H-NMR (DMS0-d 6 ) : a 3.86(3H,s), 7. 23-7. 53(6H, m) , 1 

2.64(lH,brs). 

fflUS («C) : 200. 

[0078] mmm 1 7 

HJ4M 1 6 ^t-grftO . 68g^DMF10ml ^M? 

U MtWSC ■ HC 1 0. 68g, HOBt 

0. 48g, 2My7f;l/7Sy-THFgil- 8m 

WfetLfcaSftSrE t OHTift^O . 12g^)6-7S 
7-5-y7/-4- (2-7;WP7x^;l/) -2- 

FAB-MS m/z : 315(M + +1). 

i H-NMR (DMS0-d 6 ) : a 2.63(3H,s), 2.64(3H,s), 3.89(3 
H,s), 7.18-7.51(6H,m). 
IbS CC) : 270-271. 

[0079] mmm 1 8 

(2-7Wo</y | Jf» 7H/^f U7l^3 0g s 
*+)VA Vtt*?VTA 9 g£E t OH SOOmlt 
fgjpp L , mm:BMi~ b V *7 A 5 7 g £ Jmt 2 B^HflnSfc 

1 fcjfflKU "M7^>5 0 g^JPJiT 2B$[§Mfi 

skus. Rflsa^fttaat^aia. bra 

H± DfflSJIL l Og^)4-7S/-6- < 2-?;k* 
FAB-MS m/z : 261(M + +1). 

1 H-NMR (DMS0-d 6 ) : 5" 2.48(3H,s), 7. 35-7. 42(2H, m) , 
7.59-7.65(2H,m), 7. 92(2H, brs) . 

[0080] mmm 1 9 

( 2-7/^yy'Jf» VO/^b . 0 0 

g. ^fvWy^TSfflJSfiS. 60g^MeOH 1 
0 0ml fcrjfflPP U ^STfit h!i^l3g 5rSUi- 

4B#sjpsfts^L^o RjBa^**a»fc»aia. ^ 



4) )03-206230 ( P 2 0 0 3 -B<3 0 



7A?PVb/77^Kflit, 680mg^)4- 
757-6- (2-7/^07x^1/) -2~7b^r:> 

by 5 i/y- 5 

FAB-MS m/z : 245 (M++1). 

1 H-NMR (DMS0-d 6 ) : 5 3.89 (3H, s) , 7.32-7.45 (2H, 
m), 7.55-7.65 (2H, m) ,7.70-8.30 (2H, m) . 
BUS (°C) : 206-207. 
[008 1 ] MSM2 0 

9 hWHtlZLX , 4-7S/-6-7x^- 
2 -^f;^7r^;l/t°y Sy>-5 -#/]/#'- b y 

FAB-MS m/z : 243(M + +1). 

1 H-NMR (DMS0-d 6 ) : & 2.51 (3H, s) , 7.50-7.7.63 (3H, 
m), 7.82-8.25 (4H, m) . 
St* CC) : 198-199. 

[0082] mmm2 1 

4-757-6- (2-7/Wn7x-/H -2~*9 
yX/t/7^/H°'JSy>- 5-^/I/^b'J^5 0 0 
mgjTHF20mlCISL, 0°CTOl/*'JyO. 
7 8g^T^ftT, l^^Lfc 0 RJE?«^« 
JEffifiU fl^fflM^yU^^^A^nv 
b;"77^CTilL, 0. 39g^)4-757-6 

- (2-7/wn7x-;W -2-^7^yy-4- 
-f/i/b°y 5S7>- 5-#/b^- b U;PSrf#J^ 0 

FAB-MS m/z : 300(M + +1). 

1 H-NMR (DMS0-d 6 ) : d 3.62-3.63(4H, m) , 3.75(4H,t), 
7 . 31-7 . 37 (4H , m) , 7 . 52-7 . 59 (2H , m) . 
WUH CC) : 207. 
[0 0 83] HJSM2 2 

IHtM2 1 fcra«tUT. 4-757-6- (2-7/1/ 
^o7x-/^) -2-tnyy>- l --f/b-b°y 5^ 
y-5-«;^-hy;i/ 

FAB-MS m/z : 284(M + +1). 

1 H-NMR (DMS0-d 6 ) : d 3.32(4H,t), 3.49(4H,t), 7.25- 
7.37(4H,m), 7.50-7. . 58(2H,m) . 
HWS (°C) : 185-186. 
[0 0 84] HKW2 3 

mffl2 1 4-7S/-2-^f;l/7 
57-6- (2-7/Wn7x-;M t°U5^>-5- 

FAB-MS m/z : 258(M + +1). 

1 H-NMR (DMS0-d 6 ) : d 3.12(6H,s), 7. 28-7. 37 (4H, m) , 
7.51-7.59(2H,m). 
BJbS (°C) : 187-188. 
[0 0 8 5] HJSW2 4 
H»M2 1 t(l«tL>T. 4-757-6- (2-7/1/ 
^07x-/l/) -2 - (4-7f7l/b°^i/>- 1 ->f 
/I/) b°U 5S>>- 5-#/l/*~b U^Sr^fc. 
FAB-MS m/z : 313(M + +1). 



1 H-NMR (DMS0-d 6 ) : d 2.77(3H,s), 3. 03-3. 06(4H, m) , 
3. 30-3. 69 (4H, m) , 7. 33-7. 62(6H, m) . 
IbS (°C) : 182-183. 
[0086] mMM2 5 

TV)VT)Va-)V0. 3 1 g^THF 1 0m 1 

L, OCTNaH (60%) 0. 1 4 g SrJPi. . ###)J 

i o <?>ffc&» 5oomg %mz-x i^htf. i 

x y # y/^ 7A?n7b/77^ -ktmh! 

U 0. 1 4 g^2-7y/Wy-4-75 7-6- 
(2-7Wn7i^) by 5 'Jy- 5-#/l/#— b 

FAB-MS m/z : 271(M + +1). 

1 H-NMR (DMS0-d 6 ) : 5" 4.83(2H,d), 5.25(lH,dd), 5.38 
(lH,dd) f 6.00-6.10(lH,m), 7.35-7.42(2H, m) , 7.58-7. 
64(2H,m), 7.80(2H,brs). 
MUS (°C) : 134-135. 

[0087] mmM2 6 

H*W2 5i:|iI«fc:UT. 4-757-6- (2-7/1/ 
^P7x-/H -2- (b°U i/>-3--f/P7 h^i^) 

b y 5 S7y - 5 - */i/^ — b y )V £f§ tz e 

FAB-MS m/z : 322(M + +1). 

1 H-NMR (DMS0-d 6 ) : S 5.49(2H,s), 7. 35-7. 55(2H, m) , 
7.56-7.65(2H,m), 7. 80-7. 84(1H, m) , 8. 14(2H, brs) , 8. 
36(lH,d), 8.76(lH,s), 8.92(lH,s). 
IbS (°C) : 205-210. 

[0088] mmm2 i 

mm\2 6<^ti^30 . 33gi^nn7^yiOm 
lfcifflBU 0 5 Cfm-^nnMfiflO. 26gJ 
Jilt . 1 BfiaSfp Ltz . SM^ftCM e O H 5 m 1 . 
m-^nnjggMlO. 1 0 g*Jn£. Sfifc#f«L 
1 2ff#fg* Lfc. RJK^W^^K?^ b y ^A/K 
?BP»*JPi. 7un*/bA^TfflffiL*:. ^ttW£4l£* 

«»EtOAcf»L, 0. 28g^4-757 
-6 - ( 2 -7Wn7x-;W -2 - [ ( 1 -*^ri^ 
bb°y ^>-3--f/l/) 7f^y] b°U 
/I/^-by/I/Srf#^o 
FAB-MS m/z : 336(M + -1). 

1 H-NMR (DMSO-d 6 ) : S 5.34(2H,s), 7. 35-7. 47(4H, m) , 
7.51-7.69(2H,m), 7. 89(2H, brs) , 8.11-8.23(1H, m) , 8. 
37(lH,s). 

IbS (°C) : 229-231. 
[0 089] ^»J2 8 
tfMlO^ftO. 50g^THF20mlCi§S 
U ia?3-7/WD7x7- /PO. 6 0g, 

i . i s^sp^ o . smmmnttz. ribh-s* 



(fl5) )03-2 06230 (P2003-+S30 

tiffa* is 'J fj y>V% 7 M. 9 O V b ? 7 7 A -TffiW L , 
0. 20sO4-r57-2- (3-7Mn7x^ 
i>) -6- (2-7/l/tn7x-;H tiJSy>-5- 

FAB-MS m/z : 325(M + +1). 
iH-NMRCDMSO-ds) : <? 7.07-7.93(10H,m) . 
Ii£ (°C) : 168-170. 
[ 0 0 9 0 ] m3-m l 5 t*f|BJcogiJcO-fCl=* 

no : itstmn 



R 1 
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R 1 


R* 


No 


R 1 




A1 


3-F-Ph 


MeO 


i A26 


3-F-Ph 


MeS 


A2 


4-F-Ph 




A27 


4-F-Ph 




A3 


23-diF-Ph 




1 A28 


2,3-diF-Ph 




A4 


2,4-<UF-Ph 




1 A29 


2,4-diF-Ph 




A5 


2,5-diF-Ph 




A30 


2,5-diF-Ph 




A6 


2,6^diF-Ph 




A31 


2,6-diF-Ph 




i A7 


2-Me-Ph 




A32 


2-Me-Ph 




A8 


3-Me-Ph 




A33 


3-Me-Ph 




A9 


4-Me-Fh 




A34 


4-Me-Ph 




A10 


3-The 




A35 


3-The 




A11 


2-F-3-The 




A36 


2-F-3-The 




A12 


3-F-2-The 




A37 


3-F-2-The 




A13 


3-Mc-2-The 




A38 


3-Me-2-The 




A14 


Ph 


Me 2 N 


A39 


Ph 


Mor 


A15 


2-F-Ph 




A40 


2-F-Ph 




A16 


2-The 




A41 


2-The 




A17 


3-The J 




A42 


3-The 




A18 


2-fuiyl 




A43 


2-furyl 




A19 


2-thiazolyl 




A44 


2-thiazolyl 




A20 


2-naphtyl 




A45 


2-naphtyl 




A21 


2-pyrrolyl 




A46 


2-pyrrolyl 




A22 


2-pyrizyl 




A47 


2-pyrizyl 




A23 












-5-yl 




A48 


-5-yl 




A24 


indoi-5-yl 




A49 


indol^-yl i 




A25 


quinolin-6-yl 




A50 


quinolin-6-yl 





R 1 , R 2 . R 31 . R 4 : —W^^COSt^ (Me : , E 

t : Xf^ s nPr : J]WJVTn\Z)V^ iPr : A VToh 0 
/K tBu : 9 — i^U — Ph : 7x^/k Bru ^ 

yi/)V : Py : tys^K The : Tf : f b7t 

FP77-/K Tp : fb7t Fnt°7-/1/, Mor : ^z)V 
*'jy-4->f;K pyrr : toU S^>- 1 di : 

M£fS\ 2-F-Ph{±2- 7WD7 x^;P2r. 3-Me-2-The 

(i3-^f;W7xy-2-^;P5r, 2-Tf{4^fb^t 
Fn77y-2-^/^if, ) 
[0091] 
[*3] 



[0092] 
[«4] 




No 


R 


R* 


A51 


3-F-Ph 


HOCHaCHzO- 


A52 


4-F-Ph 




A53 


2-F-Ph 




A54 


^3^diF-Ph 




A55 


2,4-diF-Ph 




A56 


2,5-diF-Ph 




A57 


2,6-diF-Ph 




A58 


2-Me-Ph 




A59 


3-Me-Ph 




A60 


4-Me-Fh 




A61 


3-Thc 




A62 


2-F-3-The 




A63 


3-F-2-The 




1 AS4 


3-Me-2-The 




A65 


2-F-Ph 


HOCH 2 CH2S- 


A66 


Ph 




A67 


2-F-Ph 


EtO- 


A68 


Ph 





[0093] 




No 


R 


R A 


R* 


A69 


2-F-Ph 


MeO 


Et 


A70 






nPr 


A71 






iPr 


A72 






tBu 


A73 






CQNH 2 


A74 






CONHMc 


A75 








A76 


2-furyl 




H 


A77 


2-thiazolyl 






A78 


2-naphtyl 






A79 


2-pyrrolyl 






ABO 


2-pyrizyl 






A81 


betizimida rol-S-yl 






A82 


indol-5-yl 






A83 


quinoIin-6-yl 






A84 


2-F-Ph 


MeS 


Et 


A85 






Ft 


A86 






i-Pr 


A87 






tert-Bu 


A88 






CONH 2 


A89 






CONHMc 


A90 








A91 


2-finyl 




H 


A92 


2-thiazolyl 






A93 


2-naphtyl 






A94 


2-pynolyl 






A95 


2-pyrizyi 






A96 


bcnzraiidazol-5 -y I 






A97 


indol-5-yl 






A 98 


quinolin-6-yl 
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No 


R 


R 


No 


R 


R 


B1 


Ph 


MeO 


B32 


Ph 


MeS 


B2 


3-F-Ph 




B33 


3-F-Ph 




B3 


4-F-Ph 




B34 


4-F-Ph 




B4 


2,3-diF-Fh 




B35 


2,3-diF-Ph 




B5 


2,4-diF-Ph 




B36 


2,4-diF-Ph 




B6 


2,5-diF-Ph 




B37 


2,5-diF-Ph 




B7 


2,6-diF-Ph 




B38 


2,6-diF-Ph 




B6 


2-Me-Ph 




B39 


2-Me-Ph 




B9 


3-Me-Ph 




B40 


3-Me-Ph 




B10 


4-Me-Ph 




B41 


4-Me-Ph J 




B11 


3-The 




B42 


3-The 




B12 


2-F-3-The 




B43 


2-F-3-The 




B13 


3-F-2-The 




B44 


3-F-2-The 




B14 


3-Me-2-The 




B45 


3-Me-2-The 




B15 


3-F-Ph 


HOCH 2 CHiO- 


B46 


Ph 


EtO 


BIG 


4-F-Ph 




B47 


2-F-Ph 


B17 


2-F-Ph 








B16 


23-diF-Ph 








B19 


2,4-diF-Ph 








B20 


2,5-diF-Ph 








B21 


2.6-diF-Ph 








B22 


2-Me-Ph 








B23 


3-Me-Ph 








B24 


4-Me-Ph 








B25 


3-The 








B26 


2-F-3-The 








B27 


3-F-2-The 








B28 


3-Me-2-The 








B29 


Ph 








B30 


2-F-Ph 


HOCHaCHjS- 






B31 


Ph 
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No 


R 




No 


R 


R* 


1 C1 


Ph 


MeO 


C25 


3-F-Ph 


MeS 


C2 


3-F-Ph 




C26 


4-F-Ph 




C3 


4-F-Fh 




C27 


23-diF-Ph 




C4 


23-diF-Ph 




C28 


2,4-diF-Ph 




C5 


2,4-diF-Ph 




C29 


2,5-diF-Ph 




C6 


2,5-diF-Ph 




C30 


2,6-diF-Ph 




C7 


2,6-diF-Ph 




C31 


2-Me-Ph 




C8 


2-Me-Ph 




C32 


3-Me-Ph 




C9 


3-Me-Fh 




C33 


4-Me-Ph 




C10 


4-Me-Ph 




C34 


3-The 




C11 


3-The 




C35 


2-F-3-The 




C12 


2-F-3-The 




C36 


3-F-2-The 




C13 


3-F-2-The 




C37 


3-Me-2-The 




C14 


3-Me-2-The 




C38 


2-The 




C15 


2-The 




C39 


3-The 




C16 


3-The 




C40 


2-furyl 




C17 


2-furyl 




C41 


2-tbiazatyl 




C18 


2-thiazolyl 




C42 


2-naphtyl 




C19 


2-naphtyl 




C43 


2-pyrrolyl 




C20 


2-pyrrolyl 




C44 


2-pyrizyl 




C21 


2-pyrizyl 




C45 


fcn7nmi(1fl7nl 
-5-yl 




C22 


benzimidazol 
-S-yl 




C46 


indol-5-yl 




C23 


quinoline- 
6-yl 




C47 
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6-yl 




C24 


indol-5-yl 
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No 


R 1 




No 


R 1 


R 1 


C48 


Ph 


Mor 


C72 


Ph 


pyir 


C49 


3-F-Ph 




C73 


3-F-Ph 


C50 


4-F-Ph 




C74 


4-F-Ph 




! C51 


23-diF-Ph 




C75 


23-diF-Ph 




C52 


2.4-diF-Ph 




C76 


2,4-diF-Ph 




C53 


2,5-diF-Ph 




C77 


23-diF-Ph 




C54 


2,6-diF-Ph 




C78 


2,6-diF-Ph 




C65 


2-Me-Ph 




! C79 


2-Mc-Ph 




C66 


3-Me-Ph 




C80 


3-Me-Ph 




C57 


4-Me-Ph 




C81 


4-Me-Ph 




C58 


3-The 




C82 
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C83 
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2-The 
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3-The 
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2-fiiryl 
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2-furyl 




C65 


2-thiazolyI 
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2-thiazolyl 




I C66 


2-naphtyl 




C90 


2-naphtyl 




C67 


2-pyrrolyl 




C91 


2-pyrrolyl 




i C68 


2-pyrizyl 




C92 


2-pyrizyl 




C69 


benzfmidazol 
-5-yl 




C93 
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-5-yl 




C70 


indol-3-yl 
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indol-5-yl 




C71 


quinolin-6-yl 




C95 


quinolin-6-yl 
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R 1 
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2-F-3-The 
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Ph 
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C122 


Ph 
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Ph 
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Ph 


a 


C127 


2-F-Ph 
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R* 
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D20 




3-Tf 




D3 




2-Tp 




D21 




2-Tp 




D4 




3-Tp 




D22 




3-Tp 




D5 




4-Tp 




D23 




4-Tp 




D6 




Me 




D24 




Me 




D7 




Ph 




D25 




Ph 




D8 




2-Py 




D26 




2-Py 




D9 




2-The 
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